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Serine protease inhibitor as skin external preparation and for treating dermatological 
disorders, comprises plants belonging to Rosaceae as the active ingredient 

Patent Number : JP2000327555 

Imeniationalpatmtsdassilieation : A6IK-007/48A6IK4)07m 

» Abstract ; 

JP2000327SS5 A NOVELTY - Serine protease inhibitor comprises extracts from plants belonging to Rosaceae as the active ingredient 
ACTIVrrY - Dennatological. 

Lotions containing 50 % ethanol extracts of Rosa hybrida (Rosa hybrida) and the flower part of a meadowsweet (Fitipendula ubnaria), wild rose (Rosa 
canina), raspberry (Rubus idaeus), and fruits of hawthorn (Crataegus cuneata), were evaluated for rough skin improvement The effect was compared 
with that of a mixrorc of 50 % ethane! extract of roots of purple iris (Iris germanica) which was as a known rough skin improvement agent The 
improvement effect opposing to purple iris root extract, on rough skin was evaluated on humans and was found to be excellent, eliminating crevices and 
blotches on skin and clearing the surface of skin. 

MECHANISM OF ACTION - Serine protease inhibitor, plasmin and plasminogen activator. 

The serine protease inhibitory action of Rosacaea plant extract was evaluated by measuring plasmin inhibitory effect using a fibrin plate method 
Veronal buffer was added to a petri dish containing fibrinogen. 0. 1 mL of thrombin and 1 .0 m/L of calcium chloride were added. Plasmin 5 U/mL in a 
ratio of 29:1 (test solution) was added and heated for 10 minutes at 37 deg. C. A control was prepared by adding dimethyl sulfoxide instead of a test 
sample. From the area of dissolution in which the fibrin formed was measured the obtained resuh was compared with the effect of ethanol extract of 
pomegranate which had higher plasmin inhibitory effect The result showed that the plant extract of Rosacaea had high plasmin inhibitory effect when 
compared with the conventional extracts. 

USE - The invention is useful as an external skin preparation for treating dermatological disorders such as contact dermatitis, as cosmetics such as skin 
whitening agent and as quasi drugs also improving skin conditions due to psoriasis, permphigus vulgaris and congenital varicella* 
ADVANTAGE • The serine protease inhibitor inhibits serine protease specifically fibrinolysis type such as plasmin and plasmin activator effectively. 
Roughness of skin is prevented. (Dwg.0/0) 
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Others ; 

Technology Abstract TECHNOLOGY FOCUS 

BIOLOGY- Preferred Composition: The serine 
protease inhibitor comprises extracts from 
plants belonging to Rosaceae family such as 
Rosa such as Rosa hybrida or a wild rose 
(Rosa canina), Rubus such as raspberry (Rubus 
idaeus), Filipendula multijuga such as meadow 
sweet (Filipendula ulmaria and/or hawthorn 
(Crataegus cuneata). 
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(54) [9IMO«»l -bU^T/Dxy— KiSSttE«B 

(57) 

^<ym (Rosaceae) ififiC 
tt/^?ff<0/^7JB (Rosa) . ^■^'f-=fm (Rubus) . 
■=ey'yy!>S (Filipendula) , *i iO^f-i^fi/jB (Cra 
taegus) {::ja-t51tte©f*»e>S«ivSia4fc»12a 
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[f«*«ll (Rosaceae) tCjR-r««t«5<^4'*^ 

[IS*^2l (Rosaceae) IC«i-«««J*S, 

9^fO/<7JR (Rosa) . ^^^^m (Rubus) , i^'ey 
frV^Hk (Filipendula) , *> iO^f-V-tf i/JR (Crataeg 
us) t::JH-r*tt«»©«t>A>c>Stfix*i«4fctt2aei± 

9 (Rosa hybrida) %1t\i./ ^^7 (Rosa canina) "Cfe 
!)- (Rubus idaeus) t?fe5, 51*^ 2 JJ V:/ 

W 3 "^-^-ycidf-y i> (Filipendula uloaria) 

(Crataegus cuneata) Thi. 2 lE^^-fe U 

[000 1] 

> (Plasmin) ^•f'7^^/—¥>7iff-^'-9— (Pla 

sminogen activator : PA) ^nWI^W^M^K^t)^-^ 

■:f7:^s.y, PA^<D-fey i^T'nv^r— tfofStt^-fWs 
[0 0 0 2] 

[t^3l5©ft«j3<J;tmWdS»StUJ:5t-t-5KH] 



S^iW!artO^'VyN-i'R4>«»lR (T/HT^T— tf) 
S*««ISr*fcUTV'>St#x.e>HTV>5!6S (Ogawa 

H. . YoshiikeT., 'Int. J. Dermatol. '; 23, 1984) , 

a>«r©S)ti^/ii<D#iflMg^k:H:»lc, *y v^o 
T'T— ^ (ffittSWftlc-fey V^SOfcST'nT'T- 
•^) , 'PXii:/y:^^y (Plasmin) J?'^?;^^/'— y 
'y'T9f'^—9— (Plasminogen activator : PA) fcV^ 

yorT— rOPAiSflr^j&ir^HftlJlo 
^:rojSi«iJ^&w«g^<kSStetcasv>PA«tt*s# 

^£-t"5ii: (Haustein, 'Arch. Klin. Exp. Densato 

I. - ; 2H 1969) faestM*»e>ii5ii«<o^?§fflfS:ffl 

V^-CPA«rttttlLfci:V'>5»fe (Fraki. Hopsu-Havu. 'A 
rch. Dermatol. Res' ; 256, 1976) ;i5/j^$tvTV^5. * 

fl:-t-5 r fc J; 9 ilBl&Wlciffl»?«*sj^e u-c«Art*|g 

tiJS, in vitro(7>||»mo*JV^-C?^P>A» 
{C$ixTV5 (Morioka S. etal. , 'J. Invest. Derma 
tol. ' ; 76. 1981) . 
[0 0 0 4] 

[0 0 0 5] 

(Rosaceae) izm-ri>ii&^(0'pii>bmtitl^ lUt. 

[0 0 0 6] *l6eg-C»i. /<7^<^1't?t>, /<7JS (Ro 
sa) . ^yC^'ztm (Rubus) . ■^■ty.Jry i^jR (Pilipen 
dula) . *Jj;t^1^:^-f i^JH (Crataegus) t«i-5tt«l 

(Of *»p>aii*T.s i«*fci42aEii±i^»* u<iHv^e> 

[0 0 0 7] 3|s:3BW#f>;^fti5i8»HJ:tev^-C, ±ia««J 
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[0 0 0 8] 

mm<omm<oBm} sir. *»M^cov^T»J^i- 

10 0 0 9] y >':/nxT— ^l£tta»9J 

y<y^ (Rosaceae) \cmi-i>^^<Otpi)^hmtitl^ 

[0 0 10] y<ym(Dy<ym (Ros 

a) . ^^f^^Wk (Rubus) . i^^y^ryi>g (Filipend 
ula) , i^i.XI'^y^i^m (Crataegus) \cm't^WiO(r> 

[0 0 11] >'<95ft/<9H (Rosa) \cm^^^mt LT 

08;tfi2p^W^5 ("^-Y^^To R. odorata) . 
Vf^^'^y (R. laevigata) . J ^ (R. multiflor 
a) , 'fe'f3'>y'?7 (R. hybrida) . / /"^y (R. canin 
a) ^i>>mih^^ii^. :mm'Qn.m^'t>(B^y<y 

(R. hybrida) . J y<y (R. canina) }6S^g:^b<fflV^ 
hfl^. ±^B^y<y (R. hybrida) fia-n i//>"joi: 

»*Jl.^^*l^iS;t:-efcSo (R. canina) {^3- 

ftlbtt'Sp ^^\C^^i-i>/^y<y (R. multiflora) 

a (R. canina) Src?"t*o 
[0 0 12] /^7»^-r^=^g (Rubus) 
ttrtt. (R. buergeri) . ^i^B 

^^zf (R. ehingii) . 7X^U- (3 ^;/yN'7X-< 

y-o R. idaeus) ^n^mfhti^fiK >^mmv\tmc 

7X^y- (R. idaeus) ;6S»* L<fflV^b^^^o 
^y- (R. idaeus) ti3 — nj//^?, STi^T. T7« y 

[0 0 13] ^^^^m^^y^yi^m (Filipendula) {C 
JS-rSfflWt LTtt. 'W;l«^3!>:)(f/3 (F. purpure 
a) . iy^^y^y^ (R multijuga) . ^^B^-T^^ 
^yr> (F. ulmaria) ^^J^^Jf bttS*^ :^^mx\m 
kC^^ai^i-y^^y^ (F.ulDiaria) ;6S»4L<fflV> 
feixSo -^^Bf/i-yzi-^y^ (F. ulmaria) {l3-n 

[0 0 14] /-^^jPHJ-Vifi/JS (Crataegus) \cmi^i> 

m^tl^m^ ^;t«^W^-y->'lfi/ (C. pinnatind 
a) . -^4 Bry-^^-f-y (C. oxyacantha) . f-:^-*?^ 

(C. cuneata) ^;6S^if ^mm^^mc^^ 
ifi^ (C. cuneata) L< fflV^e>i^5• 

(C. cuneata) f^^'H'I'mifPISS^^^II^S^+^'X?. 

[0 0 15] ±fs,^<^m^mi-^umt^i^^ti. 



[0 0 16] rHe>#«^<^<£^«fMti: LT«:. 

y^y^ym (Rosa) iCJS-r^ffiife. 05;t«-t^ 3 
(R. hybrida) Xti^U. J ^^y (R. canina) X\t^% 
A5;/^7S^W'f'=^JB (Rubus) lcjai-5««i> 08;tli 
9X^y- (R. idaeus) "CttSH^ftS ; >'^7f^^^'=ey^r 
yi^jg (Filipendula) (cUg-rSffife, 3 I? 

':f->y3.^yt> (F. ulmaria) XW!L%is^ \ ^^y^^V^ 
i/jg (Crataegus) icSfomi^. ^TLm-^^-y (C. 
cuneata) "CdiSSId^ -^rtt-PtU^PlC-t y :x:/P7^T- 
[0 0 17] iE^-^^^ftffifecottWfefl^ffiliiJ^O^ 

mcMM. T'^V^. ftK^i^/w. ^^'^vm<r>^m^ 

({^^«Tw<--^-Y hXAD-2) (D:^^-^^^®* 

[0 0 18] r<7)J;5(-b-C#fc±IEWife}4tti«bJl. ^ 
±ttdSS<. fi4x)t-fey i^y^nrr— ^flfttSaWf^fflS: 

[0 0 19] *5IM(0-fey ^-T^PT^T-ifSttia^^Jft 

-fey y^^ay^r— ^jc»Ligttf^ffiSr*L. rtub-ty 

ic*U :ir^*:«)iC{^hy >^i^y. :^^hy >^i/V. hn 

^yy.^-^mm7r^^ti^o ^m^x\t^xh. 

^y7^%V (Plasmin) -^^7^ ^ /^^^^T^^^— 
(PA) «t^«j|«^S«5R(Cili:>S"fey ^'T^HT^T- 

[0 0 2 0] y ^^T'pxr— ^ffittfiaw^Jii 

0. 0 0 5--2 OSl:%Ba'8^^S<Od5»*U<. I^ftctt; 
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0. 0 1~1 Ol:»%Tfo5. 0. 0 0 5fi«%*J«-C 

SbmA5+^>lc36#^HK<. 2 0fiJI%«rj@xT 

[00 2 1] ±12* U vynT'T— ^ffittia^ffltrSJt 
[0 0 2 2] h^Z-^Sy t>A, ^T^hK 

I? A, ^^y v-gi-^hy ^^/I'^vis, yvr/gHf 
i?^'. * y :^<Dmii©fi>!Kttffi'^> ^m±m. h = 

J— 7.^ ~>3||, h WM3— ;^^?»|fig/i4ft>jgSfi-& 
[0 0 2 31 *yi:, if.?m^&Lm^mm^m^^m^. 

SiSm. °r^{b5K> a^kS, l&*5^fi:5S, 
10 0 2 41 ^:««fflJglitffiji-C&!3, {»J;t« 

[0 0 2 51 i.^(nnmM^xm.mfm\z^^^ 

[0 0 2 6] 

[0 0 2 71 ||«Wi:*S:*>, *38Wl!:fflv^e)n5«'ft 



[0 0 2 8] I. -fey :^7*DxT— ^SttSSf^ffiKK 
*5?1S«-CI4. -fey VT'n^r— tf<Dfm«i:Ur>^9 

[0 0 2 9] (1) ftilSfOglifi 
•fe'T 3 l?/^? (Rosa hybrids) *J it/*^ 3 
yi? (Filipendula ulmaria) <n^%^ J /<7 (Rosa ca 
nina) , 7X-<y— (Rubus idaeus) ^iJl-^-yfy 

(Crataegus cuneata) <0;l^Sr. -tit-^HSOg (S 

*d^VK (DM SO) 0. 3%S}SSrf^^U 

[0 0 3 0] (2) t(«liilj§»ei4ia«f^ffl (T'^^".? 

o%©7'7;^5 /-y>'is^*7w7'y /-yv^sr-^tf^ 

n-^-/HgafJ0E (0. 1 2 S^/W/L-Na OHSr-^tf 

2 5 5 y ^/W/L/^A'H'^'— A^-^- h y A7k?gtStx p 
H7. 4) 6mL5r9 cm«t^-v — KCtt^. -t^J- 
1. G*/W/L-CaC Ig^rO. 2mLt25U/m 
L(Ohn>-trvo. lmLSr*D^T»!J»JciilPL. 1^ 

IBIJSfiUfc. 7-f:/y /--/i^As^-fr^y vicicft-ra 

5VtS[Rife«Sr2 9 : 1 ©SU-g-CjE^Lfcffi^feSr, 

3 7'C-Cl 0^^ra«jaUfc«2 0 M L^L, $C>»C3 

y v-js^g^Lrm^Fixfe^^nrosasrsi^u, tie 

[0 0 3 1 1 

[« 1 1 B*^ (%) = [1 - (S8l^i|s^o^«Rffi8^/*f 
Ra©S«RBiM)) xlOO 

[0 0 3 2] t.it. JttJEatLT, ia5v^:/5;^5y«tt 

PI|?f^fflSr*i-*i:^P>*lTV''51?^n (Pumica grana 
tuuni) (#M5P8 - 1 2 5 8 6 ^) ©ai 

[0 0 3 3] 
(«1] 
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^mmi (%) 


(%) 




aoi% 


63.1 




0.01% 


51.7 




0.01% 


33.6 




0.01% 


43.4 




0.01% 


31.8 




0.01% 


12,9 



[0 0 3 41 Sl;5*e>9ie>35^*J:5lc. *5l5gfDO#1S 

[0 0 3 51 II. mm\jikm^msk 

[0 0 3 61 (1) \^^^)ijm\z.^itmm». 

^tLT. S2lC^-rJ:5(C, ^>{^^^<y (Rosa h 
ybrida) ^J^tU^-fe-f 3 r^':^^^^:^ y 5^ (Filipendula ul 
maria) (D^%^ J /^y (Rosa canina) ^ ^X^y — 
(Rubus idaeus) *5<tt/i^V1f (Crataegus cuneat 
a) 0^||(7)5*>. V^•ft^*^^^5 0%:ii^/-/Wttafe 

is germanica) (l^fflflS 62-61924 -i*^*. 
m O5 0%3i^y-ywtta«;S:Ba^Lfcit«fflt2-i/ 



3 ySrfflv^r. A^^^/^•*^v^■ca1J£^^ic^rf 53!t#a;S«: 

[0 0 3 7] -r/^t?^. *tt®»A (ffiffi) <0^<D\^-f 
fit (1 7f&) (cT«lSLfeo ft«S:(^«ffi*5J:0^^IS<^*l 
< ti2 .i:^jef$tbfe^'?^/W4 8«Srfflv\ 8*1" o(^® 
^3:xSri a 20. 4aMa:ffiLfco 4aFfl«. S 

[0 0 3 81 
[«2] 



/ 7 ftH 50%J » / -/t^ttate 



^y-tey>^ 



[00 3 91 (u:^9U¥!IHS!PJ 

3 : sm. &mm^hi[\.^tK ¥m 



2.0 



1.0 



4.0 



7.0 



0.5 



2.0 



1.0 



4.0 



7.0 



0.5 



2.0 



1.0 



4.0 



7.0 



0.5 



2.0 



1.0 



4.0 



7.0 



0.5 



2.0 



1.0 



4.0 



7.0 



0.5 



2.0 



1.0 



4.0 



7.0 



0.5 



[0 0 4 01 
[*3l 
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* « ^ A 




1 


2 


3 


4 


5 


•\ 


0^ 


0^ 


0* 




Oife 


0^ 


2 


0« 


1* 


0« 


o« 


0« 


2* 


3 


2^ 


3^ 


3tS 


3^ 


4ife 


4* 


4 




2:!& 




2* 




li& 


5 


2ife 


2i& 


2^ 


3ife 


1* 


1* 



10 0 4 1] S3(Ote*;0*e>W<bd^/<Cct 5i-> 

(siifet^ 1 ) ^ y - A 
(ga ^ fig 5» 

(1) ;^xryy» 

(2) y^T^ry/WT/V/ra— 

(3) y:/n tf/u^ y ;^y^- h 

(4) i/y-ty^^^y;=^xry >^K^;^x;w 

(5) :/ntf i^>'/y 3— /I/ 

(6) //^^ (*jio =^^/-/^tbmm) 

(7) ^ftt:*y 

(8) MSaK*^-:^hy 

(9) KJBffl 

(1 0) mPc 

(11) ^r;^*^^!^^* 
(1 1) J- (5) - (7) SraDx.T^«U AD 

SSUT7 0t:(r{So (*«) o (1) - (4) . (8) 
- (10) «:S'&LftJ^i8li«LT7 0t:i;:»o (?ft 

(^*fi«!l2) >5^y-A 
(BE fig ^) 

(1) ;^y^Ty>®^ 

(2) ;^rTy/wT/^3— /i- 

(3) imy/])y 

(4) ;^i5'l77>^ 

(5) 2-:?^^f-/^Kx>'/^T>'W=I-/v 

(6) 2j^y:t^i/3:^u:/ (2 5^/1-) 

(7) ^y-fey ^^^y;^'rTy vBS^iy^x/^ 

(8) :/n u:/^y 

(9) (**o 

(1 0) h^^^f-AK 

(11) ffies^7K^:hhy 

(12) :n^yW^7^>' 
(1 3) S» 
(1 4) >(irv^%ii^ 

(Site) (14) (8) Srira;t. iDfiLT 7 ot:(c« 
o (*«) , (1) - (7) . (9) - (1 3) Sra^ 
L*D««H«Lr7 0t;iC»o (»«) o *ffiJC}ftffiS:JD 
(*»«93) ^y-A 



[0 0 4 2] 

(fi*%) 
5. 0 



4. 0 
18.0 
3. 0 
10.0 
0.0 5 
0. 2 
0.0 1 

m m 
m m 

m ^ 

L(i?>< 7 0t:(c»jaLSJC«rje$^Sp ^(o^. 
^^^--C^-\c%itU J:<;6^tilif*;65e>3 0t:* 

[0 0 4 3] 

(S*%) 
2. 0 



7. 
2. 
5. 
6. 

3. 
2. 
5. 
0. 
0. 
0. 
0. 



0 
0 
0 
0 

0 
0 
0 

0 5 

2 

0 3 
3 



[0044] 
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($aft) (13) \z 



(1) 5. 0 

(2) ^yuf; 10.0 

(3) ?7-fey V 15.0 

(4) iScffi)^>*7>'>f V 4 1.0 

(5) ^V^Vy'^y^y'TV>^:^:^T/i^ 2. 0 

(6) TKy;^-^^^:^^^^/ (2 0^/1^) 

y/nf^>^^y 7 5/1^31X7^ 2. 0 

(7) :&JtA/»* 0. 1 

(8) m& 0. 2 

(9) as^-^^y^^y*? «e« 70%>i>^y-/vttai%) 0. i 

(10) ffifiSK^^-^hy 1>A 0. 0 3 

(11) :3L^/W<y^y 0. 3 
(1 2) #3|SF ia fi: 

(1 3) >f3^>'Sf«^* a ^ 

(7) , (8) 4r*Dx.. *0fRitr7 
. (1) - (6) . (9) - (1 



2) S:il^L*nlKii»«|L'C7 ot:(c«o (fflti) o 



3 ox:^vni&'t^o 

[0 0 4 5] 



(^ffl«^4) %m 

(SB ^ fig 5^) 

(1) ^T^ryr/K 

(2) -fe^/WTyUa— 

(3) ^-feyv- 

(4) iS®j>;^77^y 

(5) ^Vyt^i^3L^\^> (10^/w) 

(6) ^—)\^ (1 5 0 0) 

(7) v^)^^ j-)\^r%v 

(8) 

( r;&-7}?xK-/W941j . B. F. ^5/Kyy^th) 
(9) 7X-<y- («^, KK^^/Hfillll^) 

(1 0) wmLim^v')'^j>^ 

(11) 

(1 2) 

(13) -r;^-:/3gSl7K 
(«jfe) (13) '>mm^ (8) Sr^«^-5 (Affi) o 
^^<0 (1 3) (6) . (7) SrSDx. *DfR^<»Lr 
7 0t:iC»o (tKW o (1) - (5) . (9) - (1 

2) ^w^^\.imim\^xi ox.\z.%^ m^) „ 

(llt£0lJ5) fL% 

(ffi ^ fig 5» 

(1) -r-f :j'D^y;:^i$^y vr7yj5';^ 

(2) ^-yxit; 

(3) ^yy^- 

(4) S8iti/^7:7.f > 

(5) 7.{;vy^y 

(6) y/nf^:^-fe;^j^^:tw:/»3i;^x/v 

(7) if^y^ir^^y^'f^vv (2 0^/^) 



2. 5 
1 



5. 
1 0. 

2. 
3. 
1. 
0. 

0. 
0. 
0. 

m 
m 



5 
0 
0 

0 
0 
0 

0 5 

0 2 
0 1 
3 



10 0 4 6] 

(SS%) 



1. 

2. 
2 0. 
1 0. 

5. 

4. 



0 
0 
0 
0 
0 
0 
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(8) ynlfuv^y 3— 

(9) ±^B^y<y (?Eo ZO%y^/ 

(1 0) 

(11) mmstyi^m^hv 

(12) aif^/W-^^^V 

(1 3) 

(1 4) -r:**vX»7K 

(Sisfe) (14) jc (8) im^. mmLx 7 o'x:\cjSi 

o (tKS) • (1) - (7) . (9) - (1 3) 
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